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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 



- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- tf the period for reply specified above Is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timety. 

- tf NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTIES from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1704(b). 

Status 

I) D Responsive to comnnunication(s) filed on . 

2a)n This action is FINAL. 2b)l3 This action is non-final. 

3) n Since this application is in condition for allowance except for fomnal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) 13 Claim(s) 36,37 and 60-63 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) S Claim(s) 36,37 and 60-63 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10)13 The drawing(s) filed on is/are: a)D accepted or b)l3 objected to by the Examiner. 

Applicant may not request that any objection to the clrawing(s) be held in abeyance. See 37 CFR 1 , 85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 . 121 (d). 

I I) 13 The oath or declaration is objected to by the Examiner. Note the attached Office Action or fomi PTO-152. 

Priority under 35 U.S.C. § 119 

12)13 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)n All b)n Some * 0)0 None of: 

lO Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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Art Unit: 1636 

DETAILED ACTION 

Claims 36, 37, and 60-63 are pending in the case. 



Information Disclosure Statement 

Receipt of Information disclosure statements on 9/12/02 and 4/26/02 is 
acknowledged. Certain citations have not been considered, since copies have not been 
received. These citations have been struck through and the information referred to 
therein has not been considered. 

Drawings 

New corrected drawings in compliance with 37 CFR 1 .121 (d) are required in this 
application because the text of some of the drawings cannot be read (Figures 5 and 5c). 
Applicant is advised to employ the services of a competent patent draftsperson outside 
the Office, as the U.S. Patent and Trademark Office no longer prepares new drawings. 
The corrected drawings are required in reply to the Office action to avoid abandonment 
of the application. The requirement for corrected drawings will not be held in abeyance. 



Oath/Declaration 

The oath or declaration is defective. A new oath or declaration in compliance 
with 37 CFR 1 .67(a) identifying this application by application number and filing date is 
required. See MPEP §§ 602.01 and 602.02. 

The oath or declaration is defective because: 
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It improperly lists a US patent application, 09/270,957, as a foreign application to which 
applicants claim benefit under 35 USC 1 19 (a-d). 



Priority 

It is noted that this application appears to claim subject matter disclosed in prior 
Application No. 09/270,957, filed 3/17/99. A reference to the prior application must be 
inserted as the first sentence of the specification of this application or in an application 
data sheet (37 CFR 1 .76), if applicant intends to rely on the filing date of the prior 
application under 35 U.S.C. 1 1 9(e) or 1 20. See 37 CFR 1 .78(a). For benefit claims 
under 35 U.S.C. 120, the reference must include the relationship (i.e., continuation, 
divisional, or continuation-in-part) of all nonprovisional applications. Also, the current 
status of all nonprovisional parent applications referenced should be included. 

If the application is a utility or plant application filed under 35 U.S.C. 1 1 1(a) on or 
after November 29, 2000, the specific reference to the prior application must be 
submitted during the pendency of the application and within the later of four months 
from the actual filing date of the application or sixteen months from the filing date of the 
prior application. If the application is a utility or plant application which entered the 
national stage from an international application filed on or after November 29, 2000, 
after compliance with 35 U.S.C. 371, the specific reference must be submitted during 
the pendency of the application and within the later of four months from the date on 
which the national stage commenced under 35 U.S.C. 371(b) or (f) or sixteen months 
from the filing date of the prior application. See 37 CFR 1 .78(a)(2)(ii) and (a)(5)(ii). This 
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time period is not extendable and a failure to submit the reference required by 35 U.S.C. 
1 19(e) and/or 120, where applicable, within this time period is considered a waiver of 
any benefit of such prior application(s) under 35 U.S.C. 119(e), 120, 121 and 365(c). A 
priority claim filed after the required time period may be accepted if it is accompanied by 
a grantable petition to accept an unintentionally delayed claim for priority under 35 
U.S.C. 119(e), 120, 121 and 365(c). The petition must be accompanied by (1) the 
reference required by 35 U.S.C. 120 or 1 19(e) and 37 CFR 1 .78(a)(2) or (a)(5) to the 
prior application (unless previously submitted), (2) a surcharge under 37 CFR 1 .17(t), 
and (3) a statement that the entire delay between the date the claim was due under 37 
CFR 1 .78(a)(2) or (a)(5) and the date the claim was filed was unintentional. The 
Director may require additional information where there is a question whether the delay 
was unintentional. The petition should be addressed to: Mail Stop Petition, 
Commissioner for Patents, P.O. Box 1450, Alexandria, Virginia 22313-1450. 

Specification 

The amendment filed 4/22/02 is objected to under 35 U.S.C. 1 32 because it 
Introduces new matter into the disclosure. 35 U.S.C. 132 states that no amendment 
shall introduce new matter into the disclosure of the Invention. The added material 
which is not supported by the original disclosure is as follows: the amendments to 49 
which changes nucleotide sequences; a nucleotide sequence on page 56, 

Applicant is required to cancel the new matter in the reply to this Office Action. 
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Double Patenting 

A rejection based on double patenting of the "same invention" type finds its 
support in the language of 35 U.S.C. 101 which states that "whoever invents or 
discovers any new and useful process ... may obtain a patent therefor ..." (Emphasis 
added). Thus, the term "same invention," in this context, means an invention drawn to 
identical subject matter. See Miller v. Eagle Mfg. Co., 151 U.S. 186 (1894); In re 
Ockert, 245 F.2d 467, 114 USPQ 330 (CCPA 1957); and In re Vogel, 422 F.2d 438, 164 
USPQ 61 9 (CCPA 1970). 

A statutory type (35 U.S.C. 101) double patenting rejection can be overcome by 
canceling or amending the conflicting claims so they are no longer coextensive in 
scope. The filing of a terminal disclaimer cannot overcome a double patenting rejection 
based upon 35 U.S.C. 101. 



Claims 36 is provisionally rejected under 35 U.S.C. 101 as claiming the same 
invention as that of claim 36 of copending Application No. 10/364,649. This is a 
provisional double patenting rejection since the conflicting claim has not in fact been 
patented. 



The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 
F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington, 
418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1 .130(b). 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 
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Claim 37 is provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claim 36 of copending 
Application No. 10/364,649. Although the conflicting claims are not identical, they are 
not patentably distinct from each other because the instant claim 37 recites beta 
glucuronidase which is encompassed by the beta-glucuronidases recited in copending 
10/364,649, claim 36, since an isolated beta glucuronidase having 90% identity with the 
sequence shown in SEQ ID N0:6, would be encoded by a nucleic acid molecule that 
would hybridize under stringent conditions to the complement of nucleotides 1-1689 of 
SEQ ID N0:14. 

This Is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Claims 60-63 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claim 36 of copending 
Application No. 10/364,649 in view of Hochuli et al. (Bio/Technology 6:1321-1325, 
1988) 

Claim 36 of copending application 10/364,649 teaches an isolated beta- 
glucuronidase encoded by a nucleic acid molecule comprising nucleotides 1-1689 of 
Figure 41-J (SEQ ID N0:14) or by a nucleic acid molecule that hybridizes under 
stringent conditions to the complement of said nucleic acid molecule. This nucleic acid 
molecule, and the beta-glucuronldase encoded by It, is the same as that disclosed In 
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Fig. 41-J, or SEQ ID N0:14 of the instant application (nucleic acid) and SEQ ID N0:6 
(protein). 

The difference between the copending application and the instant clainns is that 
the instant claims recite a fusion protein comprising the isolated beta-glucuronidase and 
a peptide, which may be hexa-His. 

However, Hochuli et al. disclose protein fusions between a protein of interest, 
and a peptide of six histidine residues, i.e. "hexa-His", and the usefulness of said fusion 
protein for purification of the protein of interest (see . It would have been obvious to 
those of ordinary skill in the art, to have modified the protein which is the beta- 
glucuronidase of SEQ ID N0:14 in the US patent application 10/364,649, by fusing it to 
a peptide such as hexa-His, as taught by Hochuli et al., since the references generally 
concern the production and isolation of proteins of interest using genetic techniques, 
and since Hochuli et al. teach general techniques that are known in the art to be useful 
for isolation of proteins of interest or for bioassays. One would have been motivated to 
do so by the desire to obtain in purified form, the protein of interest which is disclosed 
by the US patent application, 10/364,649, since it is well known in the art that purified 
products have the advantage of lack of contaminants. Based upon the teachings of the 
cited references, the high skill of one of ordinary skill in the art, and absent evidence to 
the contrary, there would have been a reasonable expectation of success to result in the 
claimed invention. 

This is a provisional obviousness-type double patenting rejection. 
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Claims 60-63 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claim 36 of copending 
Application No. 10/364,649 in view of Diamandis et al. (Clin. Chem. 37, 625, 1991) 
(cited by applicants). 

Claim 36 of copending application 10/364,649 teaches an isolated beta- 
glucuronidase encoded by a nucleic acid molecule comprising nucleotides 1-1689 of 
Figure 41-J (SEQ ID N0:14) or by a nucleic acid molecule that hybridizes under 
stringent conditions to the complement of said nucleic acid molecule. This nucleic acid 
molecule, and the beta-glucuronidase encoded by it, is the same as that disclosed in 
Fig. 41-J, or SEQ ID N0:14 of the instant application (nucleic acid) and SEQ ID N0:6 
(protein). 

The difference between the copending application and the instant claims is that 
the instant claims recite a fusion protein comprising the isolated beta-glucuronidase and 
a peptide, which may be streptavidin. 

However, Diamandis et al. teach fusion proteins between an enzyme of interest 
and streptavidin, and the usefulness of said fusion protein for such applications as 
immunoassays, flow cytometry, cell sorting, and Western blots (see Table 2 and pages 
631-634). It would have been obvious to those of ordinary skill in the art, to have 
modified the protein which is the beta-glucuronidase of SEQ ID NO: 14 in the US patent 
application 10/364,649, by fusing it to a peptide such as streptavidin, as taught by 
Diamandis et al., since the references concern enzymes of interest, and since 
Diamandis et al. teach general techniques of making enzyme- streptavidin fusions that 
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are known in the art to be applicable to enzymes whose activity is known, for use in 
biooassays. One would have been motivated to do so by the desire to obtain a beta- 
glucuronidase fusion useful for assays such as Immunoassays. Based upon the 
teachings of the cited references, the high skill of one of ordinary skill in the art, and 
absent evidence to the contrary, there would have been a reasonable expectation of 
success to result in the claimed invention. 

This is a provisional obviousness-type double patenting rejection. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the. manner in which the invention was made. 

Claims 36, 37, and 60 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Nelson et al. (Nature, 399, 323-3329, 1999) in view of Jefferson et al. 
(GB 2 197 653, cited by applicants). 

Nelson et al. disclose a beta-glucuronidase from Thermatoga maritima, which is 
encoded by a nucleic acid molecule comprising nucleotides 1-1689 of SEQ ID N0:14 of 
the instant application, or which comprises the amino acid sequence of SEQ ID N0:6 of 
the instant application (see attached sequence alignments). The difference between 
the reference and the instant application is that the beta-glucuronidase is isolated. 
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However, Jefferson et al. disclose the isolation of beta-glucuronidase from a 
bacteria (see pages 12, 16-17). It would have been obvious to one of ordinary skill in 
the art, to have isolated the beta-glucuronidase which is disclosed by Nelson et al. using 
such well known techniques as that disclosed by Jefferson for the isolation of beta- 
glucuronidase, since both references disclose beta-glucuronidases from bacteria and 
their sequences. One would have been motivated to do so by the well known 
usefulness of purified or isolated proteins, which are free of contaminants and thus in a 
useful form. 

Claims 36, 37, 60-63 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Nelson et al. in view of Jefferson et al. as applied to claims 36 and 37 above, and 
further in view of Hochuli et al. (Bio/T echnology 6:1321-1325, 1988). 

Nelson et al. and Jefferson et al. are cited for the reasons set forth above. 

The difference between the references and the instant claims is that the instant 
claims recite a fusion protein comprising the isolated beta-glucuronidase and a peptide, 
which may be hexa-His. 

However, Hochuli et al. disclose protein fusions between a protein of interest, 
and a peptide of six histidine residues, i.e. "hexa-His", and the usefulness of said fusion 
protein for purification of the protein of interest (see . It would have been obvious to 
those of ordinary skill in the art, to have modified the protein which is the beta- 
glucuronidase taught by Nelson et al and Jefferson, by fusing it to a peptide such as 
hexa-His, as taught by Hochuli et al., since the references generally concern the 
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production and isolation of proteins of interest using genetic techniques, and since 
Hochuli et al. teach general techniques that are known in the art to be useful for 
isolation of proteins of interest or for bioassays. One would have been motivated to do 
so by the desire to obtain in purified form, the protein of interest which is disclosed by 
the US patent application, 10/364,649, since it is well known in the art that purified 
products have the advantage of lack of contaminants. Based upon the teachings of the 
cited references, the high skill of one of ordinary skill in the art, and absent evidence to 
the contrary, there would have been a reasonable expectation of success to result in the 
claimed invention. 

Claims 36, 37, 60-63 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Nelson et al. in view of Jefferson et al. as applied to claims 36 and 37 above, and 
further in view of Diamandis et al. (Clin. Chem. 37, 625, 1991) (cited by applicants). 

Nelson et al. and Jefferson et al. are cited for the reasons set forth above. 

The difference between the copending application and the instant claims is that 
the instant claims recite a fusion protein comprising the isolated beta-glucuronidase and 
a peptide, which may be streptavidin. 

However, Diamandis et al. teach fusion proteins between an enzyme of interest 
and streptavidin, and the usefulness of said fusion protein for such applications as 
immunoassays, flow cytometry, cell sorting, and Western blots (see Table 2 and pages 
631-634). It would have been obvious to those of ordinary skill in the art, to have 
modified the protein which is the beta-glucuronidase as taught by Nelson et al. and 
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Jefferson, by fusing it to a peptide such as streptavidin, as taught by Diamandis et al., 
since the references concern enzymes of interest, and since Diamandis et al. teach 
general techniques of making enzyme- streptavidin fusions that are known in the art to 
be applicable to enzymes whose activity is known, for use in biooassays. One would 
have been motivated to do so by the desire to obtain a beta-glucuronidase fusion useful 
for assays such as immunoassays. Based upon the teachings of the cited references, 
the high skill of one of ordinary skill in the art, and absent evidence to the contrary, there 
would have been a reasonable expectation of success to result in the claimed Invention. 



Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nancy T. Vogel whose telephone number is (571) 272- 
0780. The examiner can normally be reached on 7:00 - 3:30, Monday - Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Irem Yucel, Ph.D. can be reached on (571) 272-0781 . The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 




Nancy T. Vogel, Ph.D. 
Patent Examiner 
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